Global Female Cancer : Incidence & Mortality (2002) 
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Patients 



Better survival and quality of life 
Continuity of care with no delays or gaps 
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Concentration of cases 
Build of expertise 
Better training 

Research: better conclusion of trials 
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of the risl< factors that have been linlced to 



endometrial carcinoma 
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Unopposed estrogen 
Obesity 
Nulliparity 
Early menarche 
Late menopause 
Chronic anovulation 
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Family history of breast, 
ovarian or colon cancer 

Past history of breast or 
colon cancer 

Hepatic failure 

Granulosa cell tumors 

Polycystic ovary 
syndrome 

Diabetes mellitus 



Relative risk 



Overweightt 

9-23 kg (20-50 lb) 

23 kg (50 lb) 
No children (vs. 1 child) 
No^children (vs. 5 children) 
Late menopause (age, 52 yr or later 
vs. 49 yr) 
Diabetes mellitus 
Unopposed estrogen therapy 
Tamoxifen therapy 
Use of sequential OCRs 
Use of combined OCRs 



Dubeau et aL 1993 
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ecialised centers 



Depth^of myometrial invasion 
Positive peritoneal wasiiings 
Histologic grade 



Histologic type (CCQ UPS, MMM) 

DNA ploidy 

Lymphatic vascular space invasion 

Tumour size 

Estrogen & progesterone receptors 

Patient's age 



-Endometrial sampling 

-Transvaginal ultrasonography (endomet. 



>5mm) 

(69-86% sensitivity for detecting myometrial invasion) 

-Hysteroscopy 

-Dilatation & curettage (if sampling fails) 



al. 1999 

Whichever method 10-15% wil 



Clinical staging: Old, not adopted by FIGO 
Surgical staging: 



Peritoneal washing for cytology 



oophorectomy (radical hysterectomy ?) 

Pelvic lymph node sampling 

+/- Para-aortic lymph node sampling 

Omentectomy in clear cell, UPS or 
metastases 
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Years after diagnosis 



may be used in recurrent or metastatic disease 



Endometrial cancer: 



Survival benefit in stage IC grade 3,4 
Lee et al. JAMA, Jan. 2006 



recurrence but no survival benefit 
PORTEC study; Creutzberg et al2000, 

Scholten etalNov.2005 



Endometrial cancer: 



Including high riskty pes U PS, CCC, l^l^l^ 



latinum 



offers survival advantage over whole abdomen 
radioth. 

Randall et al. 2006 GOG thai 



Taxol adds little benefit 



i 



Life time risk: 1 in 70 
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Endometrial cancer 



Ovarian cancer 
Cervical cancer 



Vaginal cancer 



Vulvar cancer 



270 cases (195 primary) 
161 cases 



Risk for Ovarian Cancer 



Increased by 
-Nulliparity 

Early menarche and late meopause 

Infertility and infertility medications 

Family history 

Ainmal fat, milk and high protein & calorie intake. 
Decreased by 

Parity (30-60% reduction) 

OCP (25-80% reduction) 

Lactation (40% reduction) 

Tubal ligation (15-87%) ^k\(\ hysterectomy (12-34%) 



??????? 



Incessant ovulation (Fathalla) 

Hypergonadotrophins 

Pelvic contamination 

Genetic 

Multifactorial 



Residual disease* 

Ascites* 

Tumour grade* 

DNA aneuploidy (Borderline and early stage tumours)* 



Oncogene products: HER-2/neu, p21< 
Tumor suppressor gene: p53. pRB 
Drug resistance markers: GSX Pgp * 
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tumours) 



Ovarian cancer prevention 



Early pregnancy, breast feeding, 
OCP for birth control 

Avoid smoking 

Screening (U/S ± CA125, Genetic 
testing)? 

Prophylactic oophorectomy 



El-Shalakany 2010 








Ovaries are inaccessible for direct evaluation or 
sampling. 

The lack of understandable natural history and 
definitive premalignant stage 

Low prevalence of ovarian cancer 

Screening test(s) must have an unusually high 
sensitivity and specificity to have a positive 
predictive value to justify intervention 

Treatment of positive tests is highly invasive, 
morbid and may involve castration 



El-Shalakany 2010 
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•Markers: CA125 ± (CEA, CA 19.9, hCG, 



•Imaging: U/S, CT 

•Risk of malignancy index: U x 1^ x C 

oBenign ovarian mass 

oSuspicious or frankly malignant 

ovarian mass 
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There is no place for casual surgery 



Preoperative anticipation is the core for 
optimum management 



Better outcomes in cases managed primarily 
by gynecologists than general surgeons 

by gynecological oncologists than genera lists 

Nguyen et al. 1993, Kehoe et al. 1994, Junor et al. 1999, 
Trope et al. 2006 




Proper staging is the corner stone of management 
European guidelines of staging ovarian cancer EGSOC: 

1. Peritoneal washing 

2. Careful inspection & palpation of all peritoneal surfaces 

3. Biopsy of any lesion suspect for metastases 

4. TAH+BSO 

5. Infracolic omentectomy 

6. Biopsy or excision of any adhesion adjacent to the tumor 

7. Blind biopsy of bladder geritoneum & POD (> _ 

8. Blind biopsies of paracolic gutters rt. & It. (>= 

9. Bind biopsy or smear of the rt. hemidiaphragm (> 

10. Blind biopsies of pelvic side wall at tumor side (:> 

11. L.N. sampling along ext. & common iliac a. & v." 

12. L.N. sampling along aorta & IVC up to It. renal v. 
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Years aller diagnosis 



minimal residua disease 



used to be the 



(GOG 158, AGO trial, Danish/Dutch trial) 
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ICON 3 & GOG 132 don t support that 
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Surgery alone (N=8i32) 
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Years after diagnosis 
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ecialist 



evaluation and histological confirmation of 



the ovarian oatholo 
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Improves patient's performance status 
uces tumour volume to be debuike 




Reduces ascites and pleural effusion 



Reduce operative morbidity 



Defines_a group of patienfwith more 
favorable tumour biology and prognosis 



For optimally debulked advanced ovarian cancer 



Better overall and disease free survival 

Alberts et al. 1996, Markman et al. 2001, Armstrong et al. 2006 



Only 42% of patients received six cycles of 
designated intraperitoneal therapy 



34% of patients received only one or two cycles 



Intraperitoneal catheter related complications reach 



40% Walker et al. 2005 
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COMMENTS AND CONTROVERSIES 



Intraperitoneal Chemotherapy in Ovarian Cancer 
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Martin Gore, DBpartment of Medicine, Royal Marsden Hospital London, United Kingdom 

Andreas du Bois, Departmtent of Gynecology and Gynecoio0c Oncoiogy, Dr Horst-Schn^idt-KlinlK WIesbadefi Germtany 

Ignaoe Vergote, Divisk^n of Gynecologic Oncology, Uni\/ersity Hospitals, Katholieke Universiteit ijeuven, Lewen, Belgiun 



Intraperitoneal (IP) cheniotherapy was not standard treat- 
ment for patients wth optimally debulked ovarian cancer before 
J;inuaiy 4, 2006. A National Cancer Institute (NCIj Bethesdan MD) 
statement posted on the Internet^ proclaims a change of practice, 
and it fo]lo\^"ed the publication by Arin strong et al and an accom- 
panying editorial in the New England Journal of Medicine?-^ The 
NCI press statement talks about '^prejudice'" against the old idea of 
IP chemotherapy but apparently there is '^now hijn data showing 
that we should use a combination of IP and intravenous {IV) 
chemotherapy in most women with advanced ovaiian cancer who 
have had successful surgeiy to remove the bulk of their tumor." 
The Chairman o f the G>TiecologicOncologg^ Group (GOG) states 
in the same NCI announcement that mndomizedmulttcenter tri- 
als, including that of Armstrong et aJ '^clearly show the value of IP 
chemotherapy.""^ The President of the Society of Gynecologic On- 
cology says that she now knows that "the longest survival may be 
achieved by giving chemotherap}' directly into the abdomen.^ ^ 
FlnaUyn the Chaliman of the Board of the Gynaecologic Cancer 
Fou]idation is quoted a.s looking forward to working with the NCI 
and the ovarian cancer communLt)'''to educate women about the 
results of this very impoitant clinical trial."" ^ Well, let three Euro- 
pean oncolosists help in this education process. 



Furthermore^ more patients iii the e.xperiinental arm (IP chem ■ 
otherapy) were lost to foUow-up, compared with those treated ii 
the contml arm (1 1 ivflve patients). Such differences are notusuaU; 
a concern. Howe^'er, there were 127 and 101 patient deaths in xhi 
control and IP arms of the trial, respectl%'ely, and as few as thre? 
additional patient deaths in the IP arm coi.il d make the resul] 
nonsignificant. The statistical difference between the two aiTns o 
the trial is so marginal that these differences in eligiblity or loss oj 
follow-up need to be investigated fnither. 

The absolute difference iri patients aliv'e (15 patients) was lesj 
than those patients lost to follow-up (16 patients; 11 in the IP aiTn'! 
and this is a veiy small proportion of the total population. It must bs 
questioned whether sucli toxic treatment should be uitroduced aj 
standard, based on such small differences and patient numbers. 

In addition, the difference with respect to progression -fre? 
survival (PFS) was e^'en smaller (nine more patients alive withou] 
recurrence in the IP arm), and comparisons for PFS failed slgnlh^ 
cance (P = .05). Taking into account that in the end all patient: 
with relapsed ovarian cancer will die, the difference with respect tt 
survival wiU decrease fuither over time, and possibly h}\:]y quickly] 
given the statistical marginalit)'ofthe overall suivis'al benefit. 

The main dilference between the two aiTns of the trial oc^ 
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